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WHAT IS CLAIMED IS; 

1. A compound of the formula TTTB or a phamiaceutically acceptable salt thereof: 



R 




(HIB) 

wherein: 

n is an integer from 1 to 3; 

Ri and R2 are together alkylene of about 4 to about 8 carbons, optionally substituted 
with a group R*, where R" is selected from -OH, halogen, -NRaRb, in which Ra and Rb are 
independently selected from hydrogen, -C(=0)Rc , -S02Rd and -C(=0)(CH2)mC02Re, in 
which Rc and Rd are independently selected from alkyl, aryl and heteroaryl, Rc is hydrogen or 
alkyl and m is an integer from 1 to 3; 

Ar is unsubstituted phenyl or mono-, di-, tri-, or tetra-substituted phenyl, wherein said 
substituents are independently selected from halogen; alkyl; alkoxy; aryloxy; aralkyloxy; 
alkylene dioxide; -OH; -S02Rf in which Rf is alkyl or aryl; -CN; haloalkyl; -NRgRh, in which 
Rg and Rh are independently selected from hydrogen, alkyl, -C(=0)Rf , -C(=0)-N(Rc)2, 
-S(0)2Rf, and -(CH2)y-C02Rc in which y is an integer from 1 to 3; -S(0)2N(Ri)(Rj), in which 
Ri and Rj are each independently selected from hydrogen, alkyl optionally substituted with 
-CO2RC, aryl and aralkyl; or Ri and Rj together form -(CH2)2X(CH2)2-, where X is a direct 
bond, -CH2-, -NRe-, S or O; 

R is hydrogen, halogen, -OH, alkoxy, or -NRrRi, where Rk and R| are independently 
selected from hydrogen and alkyl. 

2. A compound according to Claim 1 wherein: 
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n is 1; 

Ri and R2 are together unsubstituted alkylene of about 4 to about 6 carbons or 
alkylene of about 4 to about 6 carbons substituted with -OH or alkoxy; 

At is unsubstituted phenyl or mono-, di-, tri-, or tetra-substituted phenyl, wherein said 
substituents are independently selected from alkyl; alkoxy; aralkyloxy; alkylene dioxide; 
-OH; haloalkyl; -NRgRh , in which Rg and Rh are independently selected from hydrogen, 
alkyl, and -S(0)2Rf; -S(0)2N(Ri)(Rj), where Ri and Rj are each independently selected from 
hydrogen, alkyl optionally substituted with -COaRc , and aralkyl; or R\ and Rj together form 
-(CH2)2X(CH2)2-, where X is a direct bond, -NRe-, S or O; and 

R is hydrogen, halogen, -OH or alkoxy. 

3. A compound according to Claim 2 wherein: 

Ri and R2 are together -(CH2)4- or -CH2CH(OH)(CH2)2-; 

Ar is unsubstituted phenyl or mono-, di-, tri-, or tetra-substituted phenyl, wherein said 
substituents are independently selected from lower alkyl; -OCH3; -OCH2C6H5; -OCH2O; 
-OH; -CF3; .N(S02CH3)2; -NHSO2CH3; -S02N(CH3)2; -S02N(CH3)(CH2C02H); 
-SO2NHCH3; -S02N(CH3)(CH2C6H5); 

— SOsN^^^^ or — S02N^ ^X^ 

where X' is -NCCHs)- or -0-. 



4. A compound according to Claim 1, with the provisos that: 

when n is 1, Ri and R2 are unsubstituted alkylene of 4 carbons, and R is H, then Ar is 
other than unsubstitued phenyl, 2-aminophenyl, 3-aminophenyl, 4-aminophenyl, 2-amino-4,5- 
dichlorophenyl, 3,4-dichlorophenyl, 2-amino-4-trifluoromethylphenyl, 2-N(S02CH3)2-phenyl, 

3- N(S02CH3)2-phenyl, 4-N(S02CH3)2-phenyl, 2-NHS02CH3-phenyl, 3-NHS02CH3-phenyl, 

4- NHS02CH3-phenyl, 2-N(S02CH3)2-4,5-dichlorophenyl, 2-N(S02CH3)2-4- 
trifluoromethylphenyl, 2-NHS02CH3-4-trifluoromethylphenyU 4-S02CH3-phenyl, 2- 
methoxyphenyl, 2-hydroxyphenyl, 2-trifluoromethylphenyl, 3-trifluoromethylphenyl, 4- 
trifluoromethylphenyl. 3,4,5-trimethoxyphenyl, 2-NHS02CH3-4,5-dichlorophenyl, 2- 
NHCH2C02H-4-trifluoromethylphenyl, 2-NH(S02C6H5)-phenyl, 3-SO2NHCH3-4- 
chlorophenyl, 3-S02NH2-4-chlorophenyl, 3-S02NHCH3-4-fluororophenyl, 4-SO2NHCH3- 
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phenyl, S-SOzNHCHs-phenyl, 2-S02NHCH3-phenyl, 2-S02NHCH3-4-bromophenyl, 2- 
methoxy-3-S02NHCH3-phenyl, 4-methoxy-3-S02NHCH3-phenyl, 2-N(CH2C02H)2-4- 
trifluoromethylphenyl, 3,4-dihydroxyphenyl, 3,4-dimethoxyphenyl, 2-S02N(CH3)CH2C6H5- 
4,5-dimethoxyphenyU 2-S02N(CH3)CH2C02H-3,4-dimethoxyphenol, 2-fluorophenyl, or 4- 
fluorophenyl; 

when n is 1, Ri and R2 are unsubstituted alkylene of 4 carbons, and R is NH2, then Ar 
is other than 3,4-dichlorophenyl, 2-aniinophenyl or 4-N(S02CH3)2-phenyl; 

when n is 1, R| and R2 are -CH2CH(OH)(CH2)2-, and R is hydrogen, then Ar is other 
than 2-amino-4-trifluoromethylphenyl, aminophenyl, 4-S02CH3-phenyl, 3,4,5- 
trimethoxyphenyl, 2-S02NHCH3-phenyl, trifluoromethylphenyl, methylphenyl, halophenyl, 
methoxyphenyl, unsubstituted phenyl, 3-chloro-4-hydroxyphenyl, 4-benzyloxyphenyl, 
hydroxyphenyl, aminochlorophenyl, aminobromophenyl, acetamidophenyl, 
methylsulfonylaminophenyi, formaniidophenyl or 3-aniino-4-methoxyphenyl; 

when n is 1, Ri and R2 are -CH2CH(OH)(CH2)2-, and R is hydroxy or amino, then Ar 
is other than trifluoromethylphenyl; and 

when n is 1, Ri and R2 are unsubstituted alkylene of 4 carbons, and R is OH or OCH3, 
then Ar is other than 2-NHS02CH3-phenyl, 4-trifluoromethyl or 3,4-dichlorophenyl. 

5. A compound of the formula DIB-i or a pharmaceutically acceptable salt thereof: 




R" 

(nm-i) 



wherein: 

X is an integer from 0 to 4; 

253 



ADOL.0504 



PATENT 



R" is hydrogen, fluoro, -OH, -NHC(=0)Rc , -NHS02Rd and -NHC(=0)(CH2)mC02Re, 
in which Rc and Rd are independently selected from alkyl, aryl and heteroaryl, Re is hydrogen 
or alkyl and m is an integer from 1 to 3 

R3 is independently selected from halogen; alkyl; alkoxy; aryloxy; aralkyloxy; 
alkylene dioxide; -OH; -S02Rf in which Rf is alkyl or aryl; -CN; haloalkyl; -NRgRh, in which 
Rg and Rh are independently selected from hydrogen, alkyl, -C(=0)Rf , -C(=0)-N(Rc)2, 
-S(0)2Rf in which Rf is alkyl or aryl, and "(CH2)y-C02Re in which y is an integer from 1 to 3; 
-S(0)2N(Ri)(Rj), in which Ri and Rj are each independently selected from hydrogen, alkyl 
optionally substituted with -C02Re, aryl and aralkyl; or R\ and Rj together form 
-(CH2)2X(CH2)2-, where X is a direct bond, -CH2-, -NRc-, S or O; 

R is hydrogen, halogen, -OH, alkoxy, or -NRkRi, where Rk and R\ are independently 
selected from hydrogen and alkyl. 

6. A compound according to Claim 5 wherein: 

R3 is independently selected from alkyl; alkoxy; aralkyloxy; alkylene dioxide; -OH; 
haloalkyl; -NRgRh, in which Rg and Rh are independently selected from hydrogen, alkyl, and 
-S(0)2Rf; -S(0)2N(Ri)(Rj), in which R\ and Rj are each independently selected from hydrogen, 
alkyl optionally substituted with -C02Re, and aralkyl; or R\ and Rj together form 
-(CH2)2X(CH2)2-, where X is a direct bond, -NRe-, S or O; 

R is hydrogen, halogen, -OH or alkoxy. 

' 7. A compound according to Claim 6 wherein: 



R3 is independently selected from lower alkyl; -OCH3; -OCH2C6H5; -OCH2O-; -OH; 
CF3; -N(S02CH3)2; -NHSO2CH3; -S02N(CH3)2; -S02N(CH3)(CH2C02H); -SO2NHCH3; 
-S02N(CH3)(CH2C6H5); 




or 




where X' is -N(CH3)- or -0-. 



A compound according to Claim 5 wherein substituent 



R" is in the S configuration. 



9. 



A compound according to Claim 5 with the provisos that: 
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when R and R" are H, then the phenyl ring and (R3)x together are other than 
unsubstitued phenyl, 2-aniinophenyl, 3-aminophenyl, 4-aminophenyl, 2-N(S02CH3)2-phenyl, 

3- N(S02CH3)2-phenyl 4.N(S02CH3)2-phenyl, 2-NHS02CH3-phenyl, 3-NHS02CH3-phenyU 

4- NHS02CH3-phenyl, 4-S02CH3-phenyl, 2-methoxyphenyl, 2-hydroxyphenyl, 2- 
trifluoromethylphenyl, 3-trifluoromethylphenyl, 4-trifluoromethylphenyl, 3-SO2NHCH3- 
phenyl, 2-S02^fHCH3-phenyl, 4-S02NHCH3-phenyl, 2-fluorophenyU 4-fluorophenyl, 3,4- 
dichlorophenyl, 2-aniino-4-trifluoromethylphenyl, 2-N(S02CH3)2-4-trifluoromethylphenyl, 2- 
NHS02CH3-4-trifluoromethylphenyl, 2-NHCH2C02H-4-trifluoromethylphenyU 3- 
S02NHCH3-4-chlorophenyl, 3-S02NH2-4-chlorophenyl, 3-S02NHCH3-4-fluororophenyl, 2- 
S02NHCH3-4-bromophenyl, 2-methoxy-3-S02NHCH3-phenyl, 4-methoxy-3-S02NHCH3- 
phenyl, 2-N(CH2C02H)2-4-trifluoromethylphenyl, 3,4-dihydroxyphenyL 3,4- 
dimethoxyphenyl, 2-aniino-4,5-dichlorophenyl, 2-N(S02CH3)2-4,5-dichlorophenyl, 3,4,5- 
trimethoxyphenyl, 2-NHS02CH3-4,5-dichlorophenyl, or 2-S02N(CH3)CH2C6H5-4,5- 
dimethoxyphenyl, 2-S02N(CH3)CH2C02H-3,4-dimethoxyphenol; 

when R" is H and R is NH2, then the phenyl ring and (Rs)^ together are other than 3,4- 
dichlorophenyl, 2-aniinophenyl or4-N(S02CH3)2-phenyl; 

when R" is OH, and R is hydrogen, then the phenyl ring and (R3)x together are other 
than unsubstitued phenyl, 2-aniino-4-trifluoromethylphenyl, aminophenyl, 4-S02CH3-phenyl, 
3,4,5-trimethoxyphenyl, 2-S02NHCH3-phenyl, trifluoromethylphenyl, methylphenyl, 
halophenyl, nnethoxyphenyl, 3-chloro-4-hydroxyphenyl, 4-benzyloxyphenyl, hydroxyphenyl, 
aminochlorophenyl, aminobromophenyl, acetamidophenyl, methylsulfonylaminophenyl, 
formamidophenyl or 3-aniino-4-methoxyphenyl 

when R" is OH and R is hydroxy or amino, then the phenyl ring and (R3)x together are 
other than trifluoromethylphenyl; and 

when R" is H and R is OH or OCH3, then the phenyl ring and (R3)x together are other 
than 2-NHS02CH3-phenyI, 4-trifluoromethylphenyl or3,4-dichlorophenyl. 

10. A compound selected from the group consisting of: 

2-(3-N-Methylsulfonamido-3-amino-4-methoxyphenyl)-N-methyl-N-[(lS)-l-phenyl- 
2-(l-pyrrolidinyl)ethyl]acetamide methane sulfonate; 

2-(3-N-Methylsulfonamido-3-aniino-4-benzyloxyphenyl)-N-methyl-N-[(lS)-l-phenyl- 
2-( 1 -pyrrolidinyl)ethyl]acetamide; 
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2-(3-N-Methylsulfonamido-3-amino-4-hydroxyphenyI)-N-methyl-N-[(lS)-l^ 
(l-pyrrolidinyl)ethyl]acetainide; 

2-(2-N-Methylsulfonamido-2-aniinophenyl>N-melhyl-N-[(lS)-l-phenyl-^ 
hydroxypyrroIidinyl)ethyl]]acetamide; 

2-(2-N-Methylsulfonamido-2-ainino-4-trifluoromethylphenyl)-N-methyl-N-[(lS)^ 
phenyl-2-[l-(3S)-(3-hydroxypyrrolidinyI)ethyI]]acetamide; 

2-(3-N-MethylsulfonamidoO-amino-4-metoxyphenyl)-N-methyl-N-[( 1 S)- 1 -phen 
[l-(3S)-(3-hydroxypyrrolidinyl)ethyl]]acetamide; 

2-(2-N-Methylsulfonamido-2-aniinophenyl)-N-methyl-N- 1 -(4-methoxyphenyi)-2-( 1 - 
pyiTolidinyl)ethyl]acetamide; 

(R,S)-2-(2-N-Methylsulfonamido-2-aminophenyl)-N-methyl-N-l-(4-hydroxyphenyl)- 
2-(l-pyrrolidinyl)ethyl]acetamide; 

(S)-2-(2-N-Methylsulfonamido-2-aiTunophenyl)-N-methyl-N-l-(4-hydroxyphenyl^ 
( 1 -pyrrolidinyl)ethyl]acetamide; 

2-(3-N-Bis-methylsulf onaniido-3-ainincMJ-hydroxyphenyl)-N-methyl-N-[( 1 S)- 1 - 
phenyl-2-(l-pyiTolidinyl)ethyl]acetamide; 

2-[2-(N-Benzyl-N-methylsulfamoyl)-4,5-methylenedioxyphenyl]-N-methyl-N-[(lS 

1- phenyl-2-[(l-pyrrolidinyl)ethyl]]acetamide; 

2-[2-(N-Dimethylsulfamoyl)-4,5-methylenedioxyphenyl]-N-methyl-N-[(lS)-l-phenyl- 

2- [(l-pyrrolidinyl)ethyl]]acetamide; 

2-[2-(N-Dimethylsulfamoyl)-4,5-methylenedioxyphenyl]-N-methyl-N-[(lS)-l-phen 
2-[ 1 -(3S)-(3-hydroxypyiTolidinyl)ethyl]]acetamide; 

2-[2-G^-Pyrrolidinesulf amoyl)-4,5-dimethoxyphenyl]-N-methyl-N-[( 1 S)- 1 -phenyl-2- 
[(l-pyiTolidinyl)ethyl]]acetamide; 

2-[2-(N-Pyrrdlidinesulfamoyl)-4,5-dimethoxyphenyl]-N-methyl-N-[(lS)-l-pheny 
[ 1 -(3S)-(3-hydroxypyrrolidinyl)ethyl]]acetamide; 

2-[2-(N-Dimethylsulf amoyl)-4,5-dimethoxyphenyl]-N-methyl-N- [( 1 S> 1 -phenyl-^^ 
[(l-pyrrolidinyl)ethyl]]acetamide; 

2-[2-(N-DimethylsulfamoyI)-4,5-dimethoxyphenyl]-N-methyl-N-[(lS)-l-phen 
(3S)-(3-hydroxypyiTolidinyl)ethyl]]acetamide; 

2-[2-[N-(4-Methylpipei^ine)]sulfamoyl)-4,5-dimethoxyphenyl]-N-methyl-N^ 
phenyl-2-[l-(pyrrolidinyl)ethyl]]acetainide; 
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2-[2-[N-(4-Methylpiperazine)]sulfamoyl)-4,5-dimethoxyphenyl]-N-melhyl-N-[(l^ 
phenyl-2-[l-(3S)-(3-hydroxypyrrolidinyl)ethyl]]acetamide; 

2-[2-N-(Morpholinesulfamoyl)-4,5-dimethoxyphenyl]-N-methyl-N-[(lS)-l-phenyl-2- 
[l-(pyrrolidinyl)ethyl]]acetamide; 

2-[2-N-(Morpholinesulfamoyl)-4,5-dimethoxyphenyl]-N-methyl-N-[(lS)-l-phenyl-2- 
(l-(3S)-(3-hydroxypyrrolidinyl)ethyI]]acetamide; 

N-Methyl-[[2-(N-sulfamoyl)-4,5-dimethoxyphenyl]-N-methyl-N-[(lS> 
(pyrroIidinyl)ethyl]]acetamido]glycine; 

2-[2-(N-Pyrrolidinesulfamoyl)-3,4,5-trimethoxyphenyl]-N-methyl-N-[(lS)-l-ph 
2-[(l-pyrrolidinyl)ethyl]]acetaniide; 

2-[2-(N-t-Butylsulfamoyl)-3,4,5-trimethoxyphenyl]-N-methyl-N-[(lS>l-phe^ 
pyiTolidinyl)ethyl]]acetamide; 

2-[2-(N-Methylsulfamoyl)-4-methoxyphenyl]-N-methyl-N-[(lS)-l-phenyl-2-[( 
pyrrolidinyl)ethyl]]acetamide; 

2-[4-N-(Methylsulfamoyl)-phenyl]-N-methyl.N-[(lS)-l-phenyl-2-[l-(3S)^ 
hydroxypyrrolidinyl)ethyl]]acetamide; 

2-[2-(N-Methylsulfamoyl)-phenyl]-N-methyl-N-[lK2-fluorophenyl-2-K 
pyrrolidinyl)ethyl]]acetamide; and 

2-[2-(N-Benzyl-N-methylsulfamoyl)-4,5-dimethoxyphenyl]-N-methyl-N-[(lS)-l- 
phenyl-2-[(l-pyiTolidinyl)ethyl]]acetamide; 

or a pharmaceutically acceptable salt thereof. 

11. A compound according to Claim 10 which is selected from the group consisting of 
2-[2-(N-Methylsulfamoyl)-4-methoxyphenyl]-N.methyl-N-[(lS)-l-phenyl-2-[(l- 

pyrrolidinyl)ethyl]]acetaniide; and 

(S)-2-(2-N-Methylsulfonamido-2-aminophenyl)-N-methyl-N-l-(4-hydroxyphenyl)-2- 

( 1 -pyrrolidinyl)ethyl] acetamide; 

or a pharmaceutically acceptable salt thereof. 

12. A compound according to Claim 1 1 which is 2-[2-(N-Methylsulfamoyl)-4- 
methoxyphenyl]-N-methyl-N-[(lS)-l-phenyl-2-[(l-pyrrolidinyl)ethyl]]acetamide or a 
pharmaceutically acceptable salt thereof. 
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13. A compound according to Claim 1 1 which is (S)-2-(2-N-Methylsulfonamido-2- 
aminophenyl)-N-methyI-N- 1 -(4-hydroxyphenyl)-2-( 1 -pyrrolidinyOethyl] acetamide or a 
pharmaceutically acceptable salt thereof. 

14. A pharmaceutical composition comprising a compound according to Claim 1 together 
with a pharmaceutically acceptable carrier. 

15. A pharmaceutical composition comprising a compound according to Claim 5 together 
with a pharmaceutically acceptable carrier. 

16. A pharmaceutical composition comprising a compound according to Claim 10 
together with a pharmaceutically acceptable carrier. 

17. A method of treating hyperalgesia in a patient comprising administering to said patient 
an effective amount of a compound according to Claim 1. 

18. A method of treating hyperalgesia in a patient comprising administering to said patient 
an effective amount of a compound according to Claim 5. 

19. A method of treating hyperalgesia in a patient comprising administering to said patient 
an effective amount of a compound according to Claim 10. 
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